Background
process. Pharmacovigilance specialists should therefore be cautious when comparing data between different time periods or different countries. Further studies are needed to elucidate the underlying mechanism of spontaneous ADR reporting in Japan.
Background
Spontaneous reporting of adverse drug reactions (ADRs) is an important data source for pharmacovigilance activities worldwide. Although spontaneous reports are useful for detecting uncommon or unexpected ADRs that occur after marketing [1] , the presence of reporting bias limits the use of such reports in further analyses such as estimating ADR incidence. Previous studies have shown the various types of reporting biases, such as underreporting [2] , the Weber effect [3] , a tendency for serious events to be reported more frequently than non-serious events [4, 5] , and notoriety bias [6, 7] . Ghosh and Dewanji recently showed that reporting bias can affect the results of two well-known signal detection methodologies, the Bayesian confidence propagation neural network [8] and empirical Bayes geometric mean [9, 10] . Understanding the factors that affect ADR reporting is important to improve interpretation of data.
Studies in several countries have revealed factors related to a healthcare professional's decision of whether to report an ADR [11] [12] [13] [14] [15] [16] . These studies are mainly based on questionnaires given to the healthcare professionals, and few studies have used spontaneous reporting databases to confirm whether these potential factors actually affect ADR reporting [5] . Thus, the nature of reporting is still largely unknown, particularly in Japan where such studies are few. Japan also has a unique system of post-marketing surveillance, called early post-marketing phase vigilance (EPPV), which has been a condition for approval of most new molecular entities since 1 October 2001. In EPPV, medical representatives (MRs) regularly visit medical institutions during the first 6 months of marketing to collect adverse events and ADRs [17] , and a positive association between the EPPV period and the number of ADRs reported has been suggested [18] . Considering that EPPV may stimulate spontaneous reporting, we expected to see the following effects of EPPV: (1) The number of ADR reports reaches its peak earlier and (2) The time lag between event onset and reporting to the manufacturer shortens.
Our hypothesis was that ADR seriousness, prominence, and frequency have the following effects on spontaneous ADR reporting attitudes: -Serious events are more likely to be reported than non-serious events.
-Prominent (important or well known) events are less likely to be reported than uncommon events.
-Frequently occurring events are less likely to be reported than less frequent events.
Our objectives were to examine how EPPV affects ADR reporting in Japan, to describe the pattern of changes over time in post-market reporting, and to test our hypothesis that ADR seriousness, prominence, and frequency affect the rate of reporting.
Materials and Methods
We compiled data for analysis from an ADR reporting database maintained by Chugai Pharmaceutical Co., Ltd. that includes all spontaneous reports on the manufacturer's authorized products. We used data on ADRs from the first 2 years after marketing (study period), which enabled us to disregard potential factors, such as expanding indications, that could complicate effects on reporting and distort the results. ADRs in the database were coded according to the Medical Dictionary for Regulatory Activities (MedDRA, version 17.0) [19] .
Our analysis focused on voluntary reports of events occurring with 5 drugs (capecitabine, eldecalcitol, epoetin beta pegol, peginterferon alfa-2a, and sevelamer hydrochloride) selected because they were (1) subject to EPPV, (2) not subject to all-case surveillance (because such surveillance yields only solicited reports [17] ), and (3) marketed at least 6 months after the end of EPPV. Individual case safety reports compiled from these spontaneous reports were included in the analysis. Reports from the medical literature and post-marketing studies were excluded because they are not suitable for determining the characteristics of voluntary reporting.
We defined the following explanatory variable categories to classify each ADR: seriousness (serious or non-serious), prominence (high or low), and frequency (high or low). Reviewers (TN, MT, T Kawamata, SO, YS) independently classified each event as described below. Any discrepancies were resolved by discussion (details are shown in S1 and S2 Tables).
Seriousness
The seriousness of events was evaluated according to the reporter's seriousness assessment, which was recorded when collecting each case report. If the reporter's assessment was unknown, we substituted the manufacturer's assessment. ADRs were considered serious when they resulted in death; were life threatening; required hospitalization or prolongation of existing hospitalization; resulted in persistent or significant disability or incapacity; were congenital abnormalities or birth defects; or were any other medically significant events.
Prominence
Prominence of events was determined by reviewing the following sections of package inserts issued at initial marketing approval in Japan for each product: Warnings, Important precautions, and Clinically Significant Adverse Reactions. An event's prominence was classified as low if the event appeared in none of these sections, and it was classified as high if the event appeared in at least one of these sections.
While some labeled events refer to a single medical term, others refer to broader concepts and are listed as comprehensive events including multiple terms. For example, if the Clinically Significant Adverse Reactions section lists "liver disorder", healthcare professionals using the package insert could envision any number of liver-related events, including hepatic failure, abnormal liver function test results, or alanine aminotransferase abnormality. Standardized Med-DRA Queries (SMQs) were used as necessary to group and evaluate related terms derived from the various labeled events. SMQs comprise broad and narrow terms, but because of their higher specificity, narrow terms were used to identify the appropriate SMQs.
Frequency
Frequency of events was determined by reviewing the frequency data included in the Clinically Significant Adverse Reactions and Other Adverse Reactions sections of each product's package insert. ADRs listed in the highest frequency category of a frequency table were classified in the study as having high frequency. Events not in this category were classified as having low frequency. As with the prominence classification, SMQs were used as necessary to group and evaluate related events.
The number of reported ADRs was counted for each product, and the degree of change over time was examined using the following indices:
Reporting proportion
Reporting proportion for serious eventsð%Þ ¼ the number of serious events the total number of all events
Serious:Non-serious ratio (odds for serious events)
Serious : Non À serious ratio ¼ reporting proportion for serious events reporting proportion for non À serious events The High prominence:Low prominence ratio and the High frequency:Low frequency ratio were calculated similarly to the Serious:Non-serious ratio described above.
JMP software version 11.1.1 (SAS institute, Cary, North Carolina, USA) was used for the analysis.
Effects of EPPV
We divided the study period into 3-month intervals and calculated the number of ADR reports in each interval. In a typical Weber effect pattern, the number of ADR reports peaks 1 to 2 years after marketing [3] . Thus, we evaluated whether there was a peak in reporting during the study period and, if yes, whether the peak was seen during or after the EPPV period. Because of the nature of spontaneous reporting, we were unable to include denominator values (i.e., number of patients exposed to each drug) in the analysis. As an alternative, we have described changes in the shipping volumes for each drug using the total amount of bulk powder shipped in each period. These data were extracted from periodic safety reports submitted to the Japanese health authority.
For each ADR, we calculated the time from onset to reporting to the manufacturer and considered when, in relation to EPPV, the event was reported. We calculated and assessed the proportion of ADRs reported to the manufacturer within 2 weeks of onset during the EPPV period (0-6 months) and during the post-EPPV period (7-12 months) for each drug studied. We focused on the 2-week time frame because MRs visit healthcare professionals every 2 to 4 weeks during EPPV [17] .
Ethics statement
This study protocol was approved by the institutional review board of the Public Health Research Foundation (http://www.phrf.jp/) on 1 October 2014. The board waived informed consent because the database used in this study is de-identified and includes no personal information.
Results
Drug characteristics are shown in Table 1 . The total number of ADRs included in the study was 5,967. There was a general increasing trend in shipping volumes after marketing depicted in S1 Fig. 
The effects of EPPV
The number of ADR reports for each product are shown in Fig 1. For capecitabine, peginterferon alpha-2a, and sevelamer hydrochloride, the number of ADR reports reached its peak within 6 months after marketing.
For all 5 drugs, the proportion of ADRs reported to the manufacturer within 2 weeks of onset was higher in the EPPV period (0-6 months) than in the post-EPPV period (7-12 months) as shown in Fig 2 ( for more detail, see S3 Table) . The effects of ADR seriousness, prominence, and frequency
For all 5 drugs, we observed an increase in Serious:Non-serious ratio during the post-EPPV period (7-24 months) as shown in Fig 3. The Serious:Non-serious ratio for eldecalcitol, peginterferon alpha-2a, and sevelamer hydrochloride increased steadily throughout the study period. Although there were some decrease for capecitabine and epoetin beta pegol, the decreased values were still higher than those observed in the EPPV period (0-6 month). Regarding the High prominence:Low prominence ratio, no clear pattern could be ascribed to the reporting changes (Fig 4) . The High prominence:Low prominence ratio for only sevelamer hydrochloride showed a steady decrease during the study period.
The High frequency:Low frequency ratio for peginterferon alpha-2a and sevelamer hydrochloride decreased steadily throughout the study period (Fig 5) .
Discussion
Although spontaneous reporting databases are a fundamental resource for post-marketing pharmacovigilance, few studies have looked at how reporting trends change over time. Our results suggest several possible explanations of the characteristics seen in spontaneous reporting in Japan.
The number of ADR reports reached its peak within 6 months after marketing for 3 of the 5 drugs studied. EPPV might have the positive effect of shifting this peak earlier than that seen with the typical Weber effect, which shows ADR reporting peak during the 1 to 2 years after marketing [3] . However, this result should be interpreted with caution because we did not have a comparator (i.e., a non-EPPV drug) in this study. During study planning we recognized this would be an issue because most new drugs approved after 2001 were subject to EPPV as required by the Japanese health authority. Therefore, it was impossible to place a comparator in the study. The increase in reporting seen after approximately 13 to 15 months of marketing eldecalcitol was mainly caused by a marked increase in prescriptions after regulatory authorities, on 1 April 2012, lifted a restriction limiting single prescriptions to a 2-week supply. The sevelamer hydrochloride package insert was updated 4 months after initial marketing to include "intestinal perforation" in the Important Precautions and Clinically Significant Adverse Reactions sections, and this could have increased ADR reporting during the EPPV period.
The proportion of ADRs reported to the manufacturer within 2 weeks of onset was higher in the EPPV period (0-6 months) than in the post-EPPV period (7-12 months). Although we could not isolate the EPPV effect from the effects of the early marketing stage, these results may reflect a possible correlation with EPPV.
The Serious:Non-serious ratios increased in the post-EPPV period. This finding was consistent with a previous study that analyzed a French ADR database [5] and suggests that healthcare professionals in Japan may also have a tendency to report serious events more than nonserious events.
The High prominence: Low prominence ratios showed no clear patterns throughout the study period for all drugs except sevelamer hydrochrolide. This finding seems to differ from a previous study stating that well-known ADRs are less likely to be reported [15] . We speculate that one potential reason for this difference is the way ADRs are collected and reported in Japan. The majority of spontaneous reports to the Japanese health authority are submitted by pharmaceutical manufacturers, and many fewer reports are reported directly by healthcare professionals. Japanese MRs, who work for the manufacturers, play a central role in ADR reporting because they collect most reports [20] . These MRs give particular attention to prominent ADRs because one of their roles is to facilitate the proper use of drugs by sharing safety information with healthcare professionals. MRs may proactively ask healthcare professionals about the occurrence of prominent ADRs, which could lessen underreporting of such ADRs. However, because our findings on the effect of prominence differ from those in previous research, further analysis is necessary to elucidate any effects.
The High frequency:Low frequency ratios seemed to decrease over time. This was consistent with previous findings that common events are less likely to be reported than uncommon events [2] . However, because the group of high-frequency events comprised a relatively small sample, our findings showed only a small change over time.
Reporting bias could lead to a false positive or masking problem in disproportionality analysis and detection of increased frequency of reporting. We believe that considering the factors studied here is vital to interpretation of such analysis results. Our results support the hypothesis that serious ADRs tend to be reported more than non-serious ADRs over time. Pharmacovigilance specialists should keep this in mind to strengthen their background knowledge and expectations of routine pharmacovigilance.
This study has some limitations. First, the study focused on the single manufacturer's data, which limits the generalizability of the study results. However, this also has the advantage of producing consistent analysis results for each product, because potential influential factors such as the number and attitudes of MRs and quality of EPPV implementation would be expected to be similar within a single manufacturer. Second, some observed changes over time would result from not only the reporting bias but also true difference in the incidences of ADRs. We did not obtain true incidences of ADRs because information on the denominator was lacking, an inherent limitation of spontaneous reporting data. It is difficult to exclude possible effects from different patient characteristics in the EPPV period and post-EPPV period. In particular, we should consider the possibility of channeling bias in which high risk patients tend to aggregate in the early phase of post-marketing rather than the later phase [21] . This channeling bias could exist in our study and might affect changes in reporting over time caused by actual differences in ADR occurrences. However, we think it is reasonable to assume the presence of reporting bias because if there was no reporting bias, the proportion of serious events reported in the early stages would have been higher. Our reasoning is that the channeling bias mentioned above could have resulted in a group at higher risk for ADRs, and more severe cases, in the early marketing phase. It is also possible that as healthcare professionals gain experience with a drug after it is marketed, they become more accustomed to its proper use, which could decrease the risk of serious events. As a third limitation, the different time periods might affect the reporting patterns because the healthcare professionals' attitudes could possibly be affected by external factors such as changes in regulations, media attention, or educational interventions. Indeed, the number of ADRs reported to the Japanese health authority has been increasing recently [22] , and this might partially reflect an increased awareness of spontaneous ADR reporting among healthcare professionals. Lastly, we also note that in some respects, there is overlap in the concepts of "commonness," "prominence," and "frequency" studied here.
In conclusion, factors associated with ADR reporting attitude in Japan might be different from those observed in other countries, and pharmacovigilance specialists should therefore be cautious when comparing data between different countries. It would be beneficial to validate these findings in a prospective study, and further research is warranted to understand factors related to spontaneous reporting of ADRs and potential reporting biases. 
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